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DETAILED ACTION 
Priority 

It is noted that the priority date for the structure of the compound in claim 1 was 
determined to be the filing date of the 10/351,463 application, or 1/24/2003, for the 
purposes of searching prior art. The structure does not appear in the provisional 
application 60/351,390 filed 1/24/2002. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1 - 23 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for certain specific chemical moieties which 
represent R 1 , including alkyl (1-6 C), halo, alkoxy (1-6 C), OR, NR 2 , SR, CN, N0 2 , 
S0 3 H, and R, where R is alkyl or an alkenyl optionally substituted by halo, =0, and 
optionally containing O, S, or N (paragraph 42), it does not reasonably provide 
enablement for all possible "non-interfering substituents" as defined by broad functional 
language. The specification, while being enabling for certain specific chemical moieties 
which represent a spacer, such as CH 2 CH 2 , peptide, or polyalkylene glycol (paragraph 
40), it does not reasonably provide enablement for a generic "spacer" as broadly 
claimed in claim 1 . The specification does not enable any person skilled in the art to 
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which it pertains, or with which it is most nearly connected, to make and use the 
invention commensurate in scope with these claims. 

Attention is directed to In re Wands, 8 USPQ2d 1400 (CAFC 1988) at 1404 
where the court set forth the eight factors to consider when assessing if a disclosure 
would have required undue experimentation. Citing Ex parte Forman, 230 USPQ 546 
(BdApIs 1986) at 547 the court recited eight factors: 

1) the quantity of experimentation necessary, 

2) the amount of direction or guidance provided, 

3) the presence or absence of working examples, 

4) the nature of the invention, 

5) the state of the prior art, 

6) the relative skill of those in the art, 

7) the predictability of the art, and 

8) the breadth of the claims. 

The instant specification fails to provide guidance that would allow the skilled 
artisan to practice the instant invention without resorting to undue experimentation, as 
discussed in the subsections set forth herein below. 

The nature of the invention and the state of the prior art 
The claimed invention relates to a compound represented by the structure of 
claim 1, including the variables R 1 and spacer, where R 1 is a non-interfering substituent. 
While the terms "non-interfering substituent" and "spacer" are recognized terms within 
the art, it is noted that the compound of claim 1 is a novel compound, which would 
require a degree of empirical determination regarding the nature of specific substituents 
which are "non-interfering" in the instant case, especially depending on the features of 
the chelate ligand and the length of the (CH 2 )m variable. 
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The breadth of the claims, the amount of direction or guidance provided and the 
presence or absence of working examples 

The claims are very broad and are inclusive of variables R 1 and spacer. R 1 
represents any non-interfering substituent. This encompasses any substance which 
has that ability. However, the specification only teaches the use of certain specific 
organic functional groups to encompass the variables (such as alkyl (1-6 C), halo, 
alkoxy (1-6 C), etc.). The term "spacer" also encompasses any substance which has 
the ability to separate the chelate and the phospholipids moieties of the compound, but 
the specification only teaches the use of certain specific moieties which may perform 
the spacing function (i.e. CH 2 CH 2 , peptide, or polyalkylene glycol), and does not provide 
guidance as to any other substances which may have that ability nor does the 
specification disclose any specific characteristics for other such substances. The 
specification provides direction or examples only for a specific few combinations of R 1 
and spacer (i.e. examples 1 and 8). 

The predictability of the art, the relative skill of those in the art, and the guantitv of 
experimentation necessary 

Given the great diversity between potentially available chemical groups to 
represent R 1 and spacer, there is a factor of unpredictability with regard to which 
combinations of any non-interfering substituent and any spacer that would be effective. 
Furthermore, without any information directing one to the desired structural properties of 
the spacer, one skilled in the art could not predict which substances out of the vast 
numbers of known substances would be appropriate. There is.no screening method by 
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which to identify suitable compounds. Thus, a considerable amount of empirical testing 
is required with no a priori expectation of success by one of ordinary skill in the art in 
order to make and use the invention as claimed. 

It is noted that the claims would be more favorably considered if the phrase "R 1 is 
a non-interfering substituent" were replaced with the specific limitations from the 
specification (paragraph 42), such as "R 1 is an alkyl (1-6 C), halo, alkoxy (1-6 C), OR, 
NR 2 , SR, CN, N0 2 , S0 3 H, and R, where R is alkyl or an alkenyl optionally substituted by 
halo, =0, and optionally containing 0, S, or N" for example, and a limitation such as 
"wherein spacer represents CH2CH2, peptide, or polyalkylene glycol" were included in 
claim 1. 

Claims 1 -23 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

The factual inquiries that have been considered include: 

- physical and / or chemical structure 

- functional characteristics 

- correlation between structure and function 

- method of making 

- the representative number of species 

Claims 1 and the respective dependent claims are drawn to a compound 
represented by the structure of Figure 1, including the variables R 1 and spacer, where 
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R 1 is a non-interfering substituent. A few specific examples of suitable chemical groups 
which may act as a "non-interfering substituent" are provided, including alkyl (1-6 C), 
halo, alkoxy (1-6 C), OR, NR 2 , SR, CN, N0 2 , S0 3 H, and R, where R is alkyl or an 
alkenyl optionally substituted by halo, =0, and optionally containing O, S, or N 
(paragraph 42). A few specific examples of suitable spacers are provided, including 
CH 2 CH 2 , peptide, or polyalkylene glycol (paragraph 40). However, there is uncertainty 
with regard to the structures of other moieties which may be non-interfering 
substituents, especially depending on the nature of other variables in the compound, 
such as the chelating ligand and the length of the (CH 2 ) m moiety. There is also no 
guidance in the specification with regard to structural/functional characteristics of 
additional compounds such which act as R 1 or the spacer, such as solubility or toxicity 
properties, for example. The method of making the compounds is only directed to 
certain R 1 and spacer moieties exemplified, which includes coupling the spacer via 
standard peptide techniques (example 1 ). There are a relatively small number of 
species which are exemplified, especially for the spacer variable, which include only 
CH 2 CH 2 , peptide, or polyalkylene glycol. Because of the wide variety of substituents or 
spacers available to the skilled artisan, a more detailed description of what is being 
claimed is necessary to show possession of the invention. For example, the specific 
substituents to represent R 1 and the specific chemical moieties to represent the spacer 
should be described in the independent claim. In sum, the specification does not 
provide any description of the R 1 and spacer required to make and use the broad 
compound as claimed. 
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The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 9 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point Out and distinctly claim the subject matter which applicant 
regards as the invention. The claim is confusing because the independent claim is 
directed to a defined compound, which includes the variable "spacer," yet the 
comprising language of claim 9, wherein the spacer comprises a peptide or polyalkylene 
glycol, is open-ended. Such open-ended language indicates further substances may be 
encompassed in the compound in addition to the peptide or polyalkylene glycol. One of 
ordinary skill in the art would not be able to be aware of which further substances would 
be included because no indication of such substances or any characteristics of 
additional substances is suggested in the specification. 

It is noted that claim 9 would be more favorably considered if the term 
"comprising" were replaced with "is". 

Allowable Subject Matter 

Claims 1 - 23 would be allowable if rewritten or amended to overcome the 
rejection(s) under 35 U.S.C. 1 12, 1 st and 2 nd paragraphs, set forth in this Office action. 
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Conclusions 

No claims are allowed at this time. 

The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure: 

Grant et al. (Magnetic Resonance in Medicine, 1 989, 1 1 , p. 236 - 243) disclose 
liposomal MRI contrast agents wherein phosphatidylethanolamine is covalently linked to 
a DTPA chelate ligand, which bindsGd 3+ ions (page 238). The structure taught by Grant 
differs from that of applicant by the phenyl -(CH 2 )o-3 moiety that links 
phosphatidylethanolamine (or other spacer-phosphatidyl unit) to the chelate ligand. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Leah Schlientz whose telephone number is 571-272- 
9928. The examiner can normally be reached on Monday - Friday 8 AM - 5 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Hartley can be reached on 571-272-0616. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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